Purpose. This study was designed to assess the impact of age and comorbidity on choice and outcome of definitive chemoradiotherapy (dCRT) or neoadjuvant chemoradiotherapy plus surgery. Methods. In this population-based study, all patients with potentially curable EC (cT1N?/cT2-3, TX, any cN, cM0) diagnosed in the South East of the Netherlands between 2004 and 2014 were included. Kaplan-Meier method with log-rank tests and multivariable Cox regression analysis were used to compare overall survival (OS). Results. A total of 702 patients was included. Age C 75 years and multiple comorbidities were associated with a higher probability for dCRT (odds ratio [OR] 8.58; 95% confidence interval [CI] 4.72-15.58; and OR 3.09; 95% CI 1.93-4.93). The strongest associations were found for the combination of hypertension plus diabetes (OR 3.80; 95% CI 1.97-7.32) and the combination of cardiovascular with pulmonary comorbidity (OR 3.18; 95% CI 1.57-6.46). Patients with EC who underwent dCRT had a poorer prognosis than those who underwent nCRT plus surgery, irrespective of age, number, and type of comorbidities. In contrast, for patients with squamous cell carcinoma with C 2 comorbidities or age C 75 years, OS was comparable between both groups (hazard ratio [HR] 1.52; 95% CI 0.78-2.97; and HR 0.73; 95% CI 0.13-4.14).
comorbidities. In contrast, for patients with squamous cell carcinoma with C 2 comorbidities or age C 75 years, OS was comparable between both groups (hazard ratio [HR] 1.52; 95% CI 0.78-2.97; and HR 0.73; 95% CI 0.13-4.14).
Conclusions. Histological tumor type should be acknowledged in treatment choices for patients with esophageal cancer. Neoadjuvant chemoradiotherapy plus surgery should basically be advised as treatment of choice for operable esophageal adenocarcinoma patients. For patients with esophageal squamous cell carcinoma with C 2 comorbidities or age C 75 years, dCRT may be the preferred strategy.
For potentially curable esophageal cancer (EC), radical surgery after neoadjuvant chemoradiotherapy (nCRT) has been the standard of care in the Netherlands since 2008. 1 However,surgery isassociatedwithpostoperativemorbidityin up to 60% of patients with a 90-day mortality rate of 7-13%. [2] [3] [4] [5] [6] In general, comorbidity and older age are related to early postoperative mortality after gastrointestinal cancer surgery. 7 A less aggressive treatment approach may be considered in these patients. 8 Definitive chemoradiotherapy (dCRT) is an alternative curative intended treatment option in elderly patients and in patients with severe comorbidities.
3,9-11 Similar survival rateshavebeenreportedafterchemoradiotherapy with or without surgery for patients with esophageal squamous cell carcinoma (ESCC). 11, 12 In patients with esophageal adenocarcinoma (EAC), surgery is recommended unless there is a high risk for threatening postoperative complications and/or mortality.
Long-term outcome data following dCRT for potentially curable EC are scarce and guidelines for selecting the appropriate treatment in patients with severe comorbidity and older age are not available. 13, 17 The purpose of this population based, retrospective study was to assess the impact of age and comorbidity on the choice of curative intended treatment and long-term overall survival among patients with potentially curable esophageal cancer.
PATIENTS AND METHODS
Data from all patients with a primary esophageal cancer (CI 5.1-5.9), diagnosed between 2004 and 2014 in the South East of the Netherlands, were obtained from the population-based nationwide Netherlands Cancer Registry (NCR). Data from this region was used, because data on comorbidities was not routinely registered by the NCR in other parts of the Netherlands during the study period. Trained data managers of the NCR routinely extract information on diagnosis, tumor stage, comorbidity, and treatment from the medical hospital records, using a strict registration and coding manual. Tumors were clinically staged according to the UICC/AJCC TNM classification that was valid at the time of diagnosis.
Patients with potentially curable EC (cT1N?/cT2-3, TX, any cN, cM0) and treated with dCRT or nCRT plus surgery were eligible for this study (Fig. 1 ). Patients were classified as cTX when the tumor could not be sufficiently 
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FIG. 1 Flowchart of study population. *The sum of excluded patients per exclusion criteria is larger than the total number of excluded patients because some patients met two exclusion criteria. **Lymphoma, melanoma were already excluded. ***Not eligible for surgery. ****Eligible for endoscopic resection. *****74% underwent radiotherapy only subcategorized, for example due to an obstructing tumor that could not be passed during endoscopic ultrasonography. Patients were considered potentially curable if they had clinically no distant metastasis (cM0 according to TNM-7 and cM1a, i.e., positive coeliac nodes, according to TNM-6), and no tumor invasion into surrounding organs (no cT4 according to TNM-6 and no cT4a or cT4b according to TNM-7). Although patients with a cT4a tumor could theoretically be treated with curative intent, all cT4 tumors were excluded, because they were only distinguished after 2010 by TNM-7. For the analysis, patients with a cM1a tumor according to TNM-6 were categorized as having cN? according to TNM-7. As of 2010, coding regulations to register a cM0 or cM1 status into the NCR were less strict than before 2010. As a consequence, since 2010, relatively more patients were registered with no (cM0) rather than unknown clinical distant metastases into the NCR. To account for this, we decided to include all patients with cMX. Patients with cervical esophageal cancer (CI 5.0) and those with a cT1N0 tumor were excluded, because surgery was not standard care in these patients. Patients who underwent palliative or other treatment were excluded from the analysis (Fig. 1) .
In this study, neoadjuvant CRT with curative intent consisted of 5 cycles of carboplatin (area under the curve 2 mg/ml/min)/paclitaxel 50 mg/m 2 and 41.4 Gy/1.8 Gy or occasionally 50.4 Gy/1.8 Gy radiotherapy followed by potentially curative surgery, based on the CROSS regimen. 1, 18 Definitive or primary CRT usually included concurrent chemotherapy (cisplatin/5-FU or carboplatin/paclitaxel) and radiotherapy [ 50.4 Gy/1.8-2 Gy as first treatment in patients who were unable to undergo surgical resection. 19, 20 In the analysis, patients with primary intended nCRT of 41.4-50.4 Gy/1.8 Gy in whom additional surgical resection was denied because of deteriorated medical condition and potentially high risk for severe morbidity and mortality.
In the NCR, comorbidities were registered according to a slightly modified version of the Charlson comorbidity index. 21 The Charlson comorbidity index is most widely used for recording comorbidity and was validated in various studies. Comorbidity was defined as life-shortening diseases that were present at the time of cancer diagnosis. [22] [23] [24] The following groups of comorbidities were included in our analyses: pulmonary disease (COPD, emphysema, chronic bronchitis), cardiovascular disease (angina pectoris, myocardial infarction, cardiomyopathy, myocarditis, vascular disease, TIA, CVA), hypertension, diabetes mellitus, and previous invasive malignancies. Patients with no serious comorbidity in the medical file were registered as having no comorbidity. Patients were excluded if comorbidity status was not registered.
Statistics Netherlands developed an indicator of SocioEconomic Status Score (SES), using individual fiscal data based on the economic value of the home and household income. This SES indicator is provided at an aggregated level for each postal code (covering an average of 17 households). SES was categorized as low (deciles 1-3), medium (deciles 4-7), or high (deciles 8-10). A separate category was made for postal codes of care-providing institutions, because assigning SES for those living in nursing home or other care providing institutions is difficult.
Statistics
Differences between patient groups were analysed by using Chi square tests. Multivariable logistic regression analyses were performed to examine the impact of clinicopathological factors on the choice of curative-intended treatment (dCRT vs. nCRT followed by surgery). Survival time was defined as time from 6 months after diagnosis until death or until February 2017 for patients who were still alive. Thus, patients who died within 6 months after diagnosis were excluded from survival analysis. This was done to deal with immortal time bias, i.e., the waiting period of 6-8 weeks between end of CRT and surgery in patients undergoing nCRT, because total treatment duration for those who underwent dCRT is shorter. 25 Overall survival (OS) was calculated with the Kaplan-Meier analysis, and log-rank tests were performed to test for differences between groups. Multivariable survival analyses were performed using the Cox proportional hazards model (HR and 95% confidence intervals) to investigate the prognosis after dCRT versus nCRT plus surgery after adjustment for confounders. According to histological tumor type, separate models were performed for age categories, number of comorbidities, and for each type of comorbidity. All analyses were performed in SAS version 9.4, and two-sided p values \ 0.05 were considered statistically significant.
RESULTS

Clinicopathological Characteristics
A total of 702 patients was included in the study (Fig. 1 ). Neoadjuvant CRT with surgery was performed in 386 patients (55%) and dCRT in 316 patients (45%). Frequently reported comorbidities were cardiovascular disease (33%), hypertension (33%), pulmonary disease (15%), and diabetes (15%; Table 1 ). Most tumors were adenocarcinomas (65%) and in a locally advanced stage with cT3 (65%) and cN1-3 (60%). Approximately 81% of the patients were treated after 2008.
Association Between Age and Treatment
Of the patients treated with nCRT and surgery, less than 8% (29/386 patients) were 75 years or older (Table 2) , whereas 19% (60/316) of the patients treated with dCRT were younger than 60 years. Approximately 78% (102/131 patients) of the elderly (C 75 years) patients were treated with dCRT, whereas only 33% (60/184 patients) of the patients younger than 60 years underwent dCRT.
Association Between Comorbidity and Treatment
Patients with multiple comorbidities underwent more often dCRT (160/273 patients; 59%), whereas patients without comorbidities more often underwent nCRT plus surgery (142/211 patients; 67%; Table 2 ).
Multivariable logistic regression analysis confirmed the associations of age and comorbidities with type of treatment. Patients C 75 years of age (odds ratio [OR] 8.58; 95% confidence interval [CI] 4.72-15.58) and patients with multiple comorbidities (OR 3.09; 95% CI 1.93-4.93) had a higher probability to receive dCRT than nCRT plus surgery. Regarding type of comorbidity and the likelihood to receive dCRT, the association was higher for the combination hypertension and diabetes (OR 3.80; 95% CI 1.97-7.32) and for cardiovascular with pulmonary comorbidity (OR 3.18; 95% CI 1.57-6.46; Table 2 ).
Long-Term Overall Survival
Two-year overall survival (OS) of all patients was significantly better following nCRT plus surgery compared with dCRT (61% vs. 38%; p \ 0.01). Even after stratification for histological tumor type, the survival differences remained statistically significant (EAC: 60% vs. 33% respectively, p \ 0.01; ESSC: 68% vs. 42% respectively, p \ 0.01; Fig. 2a ). The effects of type of comorbidity on treatment allocation were evaluated in separated models, which are adjusted for all variables in Table 2 expect number of comorbidities. Reference category for effects of type of comorbidity: No comorbidity b Category unknown is not shown
Impact of Age and Comorbidity on Long-Term Overall Survival
Kaplan-Meier survival analysis showed that the 2-year OS was worse among patients with EAC who underwent dCRT compared with those who underwent nCRT plus surgery, regardless of the number of comorbidities (Fig. 2b) . In contrast, the 2-year OS for ESCC patients with multiple comorbidities after dCRT (46%) was comparable to the 2-year OS (51%) following nCRT plus surgery (Fig. 2c) .
Multivariable Cox regression analyses showed that EAC patients had a poorer prognosis following dCRT compared with nCRT plus surgery, irrespective of age and number of comorbidities (Table 3) . Especially, among patients with cardiovascular diseases, hypertension or diabetes survival was poorer after dCRT.
In contrast, among ESCC patients with C 2 comorbidities or age C 75 years, OS after dCRT was comparable to OS after nCRT plus surgery. This was especially the case among ESCC patients with cardiovascular diseases or previous malignancies. However, ESCC patients with hypertension as the only comorbidity had a poorer OS after dCRT compared with nCRT plus surgery. The impact of pulmonary diseases or diabetes could not be assessed accurately due to the small number of patients (Table 3) .
DISCUSSION
The results of this population-based study support the use of nCRT plus surgery in operable patients with EAC, which was associated with a better overall survival regardless of age, number and type of pretreatment comorbidities. The administration of dCRT was preferable in patients with ESCC with at least two comorbidities or age C 75 years, because there were no differences in overall survival than with nCRT plus surgery in these patients. This was seen particularly among those with cardiovascular diseases or previous malignancies as their overall survival after dCRT was comparable to the overall survival for patients after nCRT plus surgery.
In the Netherlands, nCRT in combination with surgery is the standard potentially curative treatment for locally advanced esophageal cancer. This treatment potentially downstages the tumor and increases the radical resectability (R0) rate, which in turn reduces locoregional recurrences with improved long-term survival. 1 Moreover, the regimen of the CROSS trial also showed control of distant disease beyond the first 24 months after nCRT, supporting a direct systemic effect. 25 Of great importance for a prolonged survival is a pathological complete response following nCRT, which occurred in 49% of the patients with ESSC included in the CROSS trial and in 23% of those with EAC. 1 In our study, 78% of the elderly patients were treated with dCRT and survival in elderly patients with ESCC was equal for both treatment modalities. Elderly patients are generally regarded as less suitable for surgery because of advanced age (C 75 years), comorbidity severity or decreased performance status. Moreover, dCRT seems a well-tolerated alternative for patients with EC who are not fit enough to undergo surgery. 1, 7, 11, 12, 17, 22, 23, 26, 27 Nevertheless, selecting the appropriate treatment for elderly patients requires the presence a consulted geriatric physician in the multidisciplinary board. 28 A relatively good outcome was reported after dCRT in selected groups of patients. 12, [29] [30] [31] [32] Two studies have found a comparable OS after dCRT compared with surgery alone for patients with resectable ESCC. 11, 12 However, in these studies, survival differences were not investigated according to number and type of comorbidities. We found no significant difference in OS following dCRT or nCRT plus surgery in patients with ESCC having at least two comorbidities. This suggests that patients derive the same benefits from both treatment methods, although the type of comorbidity may have an impact on the outcome.
In patients with EAC, the standard approach of nCRT followed by surgery indeed resulted in a better survival, which also was found in the group with diabetes mellitus, hypertension, or cardiovascular disease. Tougeron et al. reported a more frequent use of dCRT in advanced staged EAC, in elderly patients and those with comorbidities of Charlson score C 2. 13 Despite selection bias may be present, survival after surgery was better compared with survival after dCRT (median overall survival 36.2 vs. 16.5 months; P = 0.02). Another study has found a significant improvement in median survival for patients with locally advanced EAC treated with nCRT followed by surgery compared with dCRT. 14 These differences in treatment response between patients with EAC and ESCC may be associated with tumor aggressiveness and different carcinogenesis. 13 Moreover, tumor site (distal vs. proximal) and pulmonary based differences with larger fields of radiotherapy in lower esophageal tumors also may play a role in outcome differences between EAC and ESCC following dCRT. 33 With current radiation techniques, including intensitymodulated radiotherapy (IMRT), direct simulation based on 3D or 4D planning CT, respiratory gated radiotherapy, and intensity-modulated proton therapy the radiation dose can be accurately delivered with less damage to normal tissues. 15, [33] [34] [35] [36] Moreover, in diminishing toxicity of chemotherapy regimens, the combination of carboplatin/paclitaxel has shown to be a good alternative or even the standard approach in dCRT, especially in patients with cardiovascular and pulmonary comorbidities. 37 Our study has some limitations. First, the intent of curative treatment with chemoradiotherapy (primary dCRT or nCRT) was uncertain in this retrospective study. As patients with M1 disease were excluded, it was assumed that chemoradiotherapy was given with curative intent in all included patients. However, a small subset of patients were not fit enough or unable to undergo the planned surgery after nCRT and were treated with CRT alone or allocated to the dCRT group. This may lead to a less homogeneous group of patients treated with dCRT. Moreover, of the excluded EC patients who had surgery alone (Fig. 1) , surgery could had been still a treatment options for some patients not suitable for chemoradiotherapy. As reported, a considerable number of these patients were not eligible for surgery due high age ([ 75 years) and serious multiple comorbidities, the OS was worse after surgery alone in a previous analysis of potentially curable EC patients (n = 1,184) during 1995-2013. 2, 3, 19 The 3-year OS in patients with EAC after surgery alone was worse but comparable among those with C 2 comorbidities after dCRT (HR 1.07; 95% CI 0.72-1.60). The 3-year OS among ESCC patients after dCRT was comparable with those after surgery alone, despite the number of comorbidities, and even more favourable in those with pulmonary disease (HR 0.81; 95% CI 0.32-0.71). 38 Second, limited information was given about the radiotherapy techniques and schedules of the given chemoradiotherapy. Since 2004, however, there was an increased preference for carboplatin/paclitaxel with less severe toxicity (6%) compared with cisplatin/5-FU (15%) as standard regimen in dCRT, especially in patients with cardiovascular comorbidity. 37 Third, the impact of type of some comorbidities could not be assessed accurately due to a small number of patients. Moreover, information about the performance status was not registered for the study period. Furthermore, the accuracy of the diagnostic and staging methods used is unknown, while endoscopic ultrasonography was not always possible in patients with EC leading to unknown reported clinical T-stage in 15% of patients. Although out of the scope of this study, salvage surgery in solitary localized recurrences or persistent disease after CRT could be a curative option in selective cases. However, these procedures were not registered accurately at that time, because intensive follow-up was not commonly performed, and these procedures were then only performed occasionally in special centers. The strength of this population-based study is that the results are based on patients diagnosed in ten hospitals providing an overview of everyday clinical practice, rather than single-institution results in which patients are possibly more carefully selected.
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In conclusion, neoadjuvant chemoradiotherapy plus surgery should basically be advised in operable patients with potentially curable esophageal adenocarcinoma regardless of age, number, and the type of comorbidities. Definitive CRT may be preferred in patients with esophageal squamous cell carcinoma having at least two comorbidities or being older than 75 years. For a better selection of patients, who may benefit from dCRT, prospective studies are needed.
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